UNCLASSIFIED

AD NUMBER

ADB258158

NEW LIMITATION CHANGE

TO

Approved for public release, distribution
unlimited

FROM

Distribution authorized to U.S. Gov't.
agencies only; Proprietary Info.; Sep 99.
Other requests shall be referred to U.S.
Army Medical Research and Materiel
Command, 504 Scott St., Fort Detrick, MD
21702-5012.

AUTHORITY

USAMRMC ltr, 23 Aug 2001

THIS PAGE IS UNCLASSIFIED




AD

Award Number: DAMD17-97-1-7303

TITLE: MHC GENES AND BREAST CANCER

PRINCIPAL INVESTIGATOR: Shiv Pillai, M.B.B.S., Ph.D.

CONTRACTING ORGANIZATION: Massachusetts General Hospital
Boston, Massachussets 02114

REPORT DATE: September 1999

TYPE OF REPORT: Annual

PREPBRED FOR: U.S. Army Medical Research and Materiel Command
Fort Detrick, Maryland 21702-5012

DISTRIBUTION STATEMENT: Distribution authorized to U.S. Government agencies
only (proprietary information, September 1999). Other requests for this
document shall be referred to U.S. Army Medical Research and Materiel Command,
504 Scott Street, Fort Detrick, Maryland 21702-5012.

The views, opinions and/or findings contained in this report are
those of the author(s) and should not be construed as an official
Department of the Army position, policy or decision unless so
designated by other documentation.

DFIC QUALITY INGRRSE

20001005 018




NOTICE

USING GOVERNMENT DRAWINGS, SPECIFICATIONS, OR OTHER
DATA INCLUDED IN THIS DOCUMENT FOR ANY PURPOSE OTHER
THAN GOVERNMENT PROCUREMENT DOES NOT IN ANY WAY
OBLIGATE THE U.S. GOVERNMENT. THE FACT THAT THE
GOVERNMENT FORMULATED OR SUPPLIED THE DRAWINGS,
SPECIFICATIONS, OR OTHER DATA DOES NOT LICENSE THE
HOLDER OR ANY OTHER PERSON OR CORPORATION; OR CONVEY
ANY RIGHTS OR PERMISSION TO MANUFACTURE, USE, OR SELL
ANY PATENTED INVENTION THAT MAY RELATE TO THEM.

LIMITED RIGHTS LEGEND

Award Number: DAMD17-97-1-7303
Organization: Massachusetts General Hospital
Location of Limited Rights Data (Pages):

Those portions of the technical data contained in this report marked as
limited rights data shall not, without the written permission of the above
contractor, be (a) released or disclosed outside the government, (b) used by
the Government for manufacture or, in the case of computer software
documentation, for preparing the same or similar computer software, or (c)
used by a party other than the Government, except that the Government may
release or disclose technical data to persons outside the Government, or
permit the use of technical data by such persons, if (i) such release,
disclosure, or use is necessary for emergency repalr or overhaul or (ii) is a
release or disclosure of technical data (other than detailed manufacturing or
process data) to, or use of such data by, a foreign government that is in the
interest of the Government and is required for evaluational or informational
purposes, provided in either case that such release, disclosure or use is made
subject toc a prohibition that the person to whom the data is released or
disclosed may not further use, release or disclose such data, and the
contractor or subcontractor or subcontractor asserting the restriction is
notified of such release, disclosure or use. This legend, together with the
indications of the portions of this data which are subject to such
limitations, shall be included on any reproduction hereof which includes any
part of the portions subject to such limitations.

THIS TECHNICAL REPORT HAS BEEN REVIEWED AND IS APPROVED FOR
PUBLICATION.




REPORT DOCUMENTATION PAGE | OMB No. 074-0188

PuRlic reporting burden for this collection of information is estimated to average 1 hour per response, including the time for reviewing instructions, searching existing data sources, gathering and maintaining
the data needed, and completing and reviewing this collection of information. Send comments regarding this burden estimate or any other aspect of this coltection of information, including suggestions for
reducing this burden to Washington Headquarters Services, Directorate for Information Operations and Reports, 1215 Jefferson Davis Highway, Suite 1204, Arlington, VA 22202-4302, and to the Office of
Management and Budget, Paperwork Reduction Project (0704-0188), Washington, DC 20503

1. AGENCY USE ONLY (Leave 2. REPORT DATE
blank) September 1999

3. REPORT TYPE AND DATES COVERED
Annual (15 Aug 98 -14 Aug 99)

T 4. TITLE AND SUBTITLE
MHC Genes and Breast Cancer

5. FUNDING NUMBERS
DAMD17-97-1-7303

6. AUTHOR(S)
Shiv Pillai M.B.B.S., Ph.D.

7. PERFORMING ORGANIZATION NAME(S) AND ADDRESS(ES)
Massachusetts General Hospital
Boston, Massachuseets 02114

8. PERFORMING ORGANIZATION
REPORT NUMBER

e-mail:
pillai@helix.mgh.harvard.edu

9. SPONSORING / MONITORING AGENCY NAME(S) AND ADDRESS(ES) 10. SPONSORING / MONITORING
AGENCY REPORT NUMBER
U.S. Army Medical Research and Materiel Command

Fort Detrick, Maryland 21702-5012

11. SUPPLEMENTARY NOTES

12a. DISTRIBUTION / AVAILABILITY STATEMEMT

Distribution authorized to U.S. Government agencies only
(proprietary information, September 1999). Other requests for
this document shall be referred to U.S. Army Medical

Research and Materiel Command, 504 Scott Street, Fort

Detrick, Maryland 21702-5012.

13. ABSTRACT (Maximum 200 Words)

12b. DISTRIBUTION CODE

Although human tumors of viral origin are clearly linked to HLA class II genes, few
studies have examined whether breast cancer has an immunogenetic basis. MHC class II
alleles can be very precisely typed using molecular approaches. Given that point mutations
in oncogenes and tumor suppressor genes may contribute novel epitopes, and given the
possibility that many tumors arise in areas of chronic inflammation, linkage of cancer to
the MHC class II locus is clearly worth examining. We have typed all MHC class II alleles
in 183 patients (all Caucasians under the age of 40) with breast cancer and 233 ethnically
matched controls using a total of 133 different Single Stranded Oligonucleotide probes.
While our analyses our ongoing, we have noted an extremely strong association (with a p
value of <0.0001) of a specific DQBl allele with breast cancer. This allele was detected
in 1 out of 86 controls but was inherited by 74 out of 183 patients with breast cancer. We
would like to stress the preliminary nature of this finding.

14. SUBJECT TERMS 15. NUMBER OF PAGES
Genetic susceptibility, HLA and cancer, immunogenetics, tumor immunology 18

16. PRICE CODE

17. SECURITY CLASSIFICATION
OF REPORT
Unclassified

18. SECURITY CLASSIFICATION
OF THIS PAGE
Unclassified

19. SECURITY CLASSIFICATION
OF ABSTRACT
Unclassified

20. LIMITATION OF ABSTRACT

Limited

NSN 7540-01-280-5500

Standard Form 298 (Rev. 2-89)
;ggs;:(l)'g)ed by ANSI Std. Z39-18




FOREWORD

Opinions, interpretations, conclusions and recommendations are
those of the author and are not necessarily endorsed by the U.S.
Army.

Where copyrighted material is quoted, permission has been
obtained to use such material.

Where material from documents designated for limited
distribution is quoted, permission has been obtained to use the
material.

Citations of commercial organizations and trade names in this
report do not constitute an official Department of Army
endorsement or approval of the products or services of these
organizations.

_NA In conducting research using animals, the investigator(s)
adhered to the "Guide for the Care and Use of Laboratory Animals,"
prepared by the Committee on Care and use of Laboratory Animals of
the Institute of Laboratory Resources, national Research Council
(NIH Publication No. 86-23, Revised 1985).

/ For the protection of human subjects, the investigator(s)
adhered to policies of applicable Federal Law 45 CFR 46.

/ In conducting research utilizing recombinant DNA technology,
the investigator(s) adhered to current guidelines promulgated by
the National Institutes of Health.

_/;_In the conduct of research utilizing recombinant DNA, the
investigator (s) adhered to the NIH Guidelines for Research
Involving Recombinant DNA Molecules.

_3(_ In the conduct of research involving hazardous organisms, the
investigator (s) adhered to the CDC-NIH Guide for Biosafety in
Microbiological and Biomedical Laboratories.

s [l 7/

PI - Signature Date

3




TABLE OF CONTENTS:

Page 1
Page 2
Page 3
Page 4
Pages 5-6
Pages 7-8

Page 9
Pages 10-13

Pages 14-17

COVER PAGE

SF 298

FOREWORD

TABLE OF CONTENTS

INTRODUCTION AND BODY

Table I: DPB1 alleles in patients with breast cancer and controls
(Appendix)

Table II: DQB1 alleles in patients with breast cancer and controls
(Appendix)

Table III: Listing of DQBT1 alleles in patients with breast cancer
(Appendix)

Table IV: Listing of DRBI1 alleles in patients with breast cancer




INTRODUCTION

Although human tumors of viral origin are clearly linked to HLA class II genes,
few studies have examined whether breast cancer has an immunogenetic basis. MHC
class II alleles can be very precisely typed using molecular approaches. Given that point
mutations in oncogenes and tumor suppressor genes may contribute novel epitopes, and
given the possibility that many tumors arise in areas of chronic inflammation, linkage of
cancer to the MHC class II locus is clearly worth examining. In this study we have used
molecular approaches to type all HLA class II DP, DQ, and DR alleles in patients who
were diagnosed with breast cancer before the age of 40, and in ethnically matched
controls. The goal was to identify if any specific MHC class II allele is linked either
positively or negatively in this disease.

BODY

We have typed all MHC class II alleles in 183 patients (all Caucasians under the
age of 40) with breast cancer and 233 ethnically matched controls using a total of 133
different Single Stranded Oligonucleotide probes. While our analyses our ongoing, we
have noted an extremely strong association (with a p value of <0.0001) of a specific
DQBI allele with breast cancer. This allele was detected in 1 out of 86 controls but was
inherited by 74 out of 183 patients with breast cancer. We would like to stress the
preliminary nature of this finding. Over the next few weeks when our analyses are
complete, we will re-examine all autoradiographs and repeat assays with selected probes
to verify whether this extremely striking preliminary result is correct.

While we typed (spotted PCR amplified products and probed separately with the
above mentioned 133 probes) samples from 183 breast cancer patients and 233 controls,
the analysis of this very large number of results is still in progress. In the accompanying
Tables statistics have been performed on subsets of patients and controls which have
been completely analyzed (Tables I and II). No significant differences in the frequencies
of DPBI1 alleles were noted in patients with breast cancer and controls (Table I-
attached). Very significant differences were noted when DQB alleles were typed (Table
IT-attached). Apart from the very strong positive association seen in patients with breast
cancer for DQB1* 0601 (p< 0.0001), significant negative associations were also noted
with DQB1*03032 and DQB1*05031 (p=0.0006 for both). All available typing results
for DQB1 and DRBI1 are summarized in Tables III and IV (attached). We realize that our
DQB findings in Table II may, if correct, prove extremely important both from a
pathogenetic and therapeutic viewpoint. We therefore cannot stress enough the
importance of considering this to be a preliminary finding until all films are reviewed and
the data rechecked thoroughly.

We expect, that if our data is verified we will submit a paper on the analysis of all
DQB and DPB alleles in breast cancer patients and controls by mid-October 1999. We
believe it is premature to statistically analyze our existing DRB1 alleles until we have
verified the assignment of alleles for all DRB1, DRB3, DRB4, and DRBS5 alleles. All the




experimental work of typing has been completed but we expect all the DR related allele
assignments to be completed and checked in about 6 weeks time, at which time a second
manuscript will be prepared.

KEY RESEARCH ACCOMPLISHMENTS:

e Complete (but preliminary) molecular analyses of all MHC class II genes in patients
with breast cancer and controls has been performed

¢ Extremely strong susceptibility and resistance DQB alleles have been identified in
women with breast cancer, but results should still be considered preliminary.

REPORTABLE OUTCOMES
Two manuscripts are in preparation.
CONCLUSIONS

If our preliminary results are verified, we may conclude that there is an extremely
significant immunogenetic component to breast cancer. This suggest that some form of
inflammatory process may be critical for oncogeneis and leaves open the possibility that
immune surveillance may be of critical importance in the genesis of breast cancer in
young women. There are obvious and very important therapeutic implications which will
be considered more fully if we are able to verify and fully establish our preliminary
findings.




TABLE I: FREQUENCIES OF DPB1 ALLELES IN BREAST CANCER

DPB1 ALLELES

DPB1*0101

DPB1*0201

DPB1*0202

DPB1*0301

DPB1*0401

DPB1*0402

DPB1*0501

DPB1*0601

DPB1*0801

DPB1*0901

DPB1*1001

DPB1*1101

DPB1*1301

DPB1%*1401

DPB1*1501

DPB1*1601

DPB1* 1701

CONTROLS

(n=90)

7.8% (7)
18.9% (17)
1.1% (1)
20.0% (18)
50% (45)
30.0% (27)
0.0% (0)
2.2% (2)
1.1% (1)
0.0% (0)
7.8% (7)
2.2% (2)
4.4% (4)
44% (4)
3.3% (3)
0.0% (0)

2.2% (2)

PATIENTS

n=94)

53 % (5)
19.1 % (18)
0.0% (0)
15.9 % (15)
62.7 % (59)
33.0 % (31)
0.0 % (0)
32% (3)
1.1 % (1)
1.1 % (1)
6.4 % (6)
3.2 % (3)
2.1 % (2)
4.2 % (4)
1.1% (1)
0.0 % (0)

1.1 % (1)

p Value

0.5610
1.0000
0.4891
0.5652
0.1018
0.7513
1.0000
1.0000
1.0000
0.7790
1.0000
0.4367
1.0000

0.3602




DPB1*1801

DPB1*1901

DPB1*2001

DPB1*2101

DPB1*2201

DPB1*2301

DPB1*2401

DPB1*2501

DPB1*2601

DPB1*2701

DPB1*2801

DPB1*2901

DPB1*3001

DPB1*3101

DPB1%*3201

DPB1*3301

DPB1*3401

DPB1%*3501

DPB1*3601

1.1% (1)
1.1% (1)
7.8% (7)
0.0% (0)
0.0% (0)
20.0% (18)
0.0% (0)
1.1% (1)
0.0% (0)
3.3% (3)
0.0% (0)
1.1% (1)
0.0% (0)
0.0% (0)
0.0% (0)
0.0% (0)
0.0% (0)
2.2% (2)

1.1% (1)

2.1% (2)
1.1% (1)
8.5 % (8)
0.0 % (0)
1.1 % (1)
14.9 % (14)
0.0 % (0)
1.1% (1)
22 % (2)
1.1 % (1)
0.0 % (0)
1.1% (1)
1.1 % (1)
1.1% (1)
1.1 % (1)
0.0 % (0)
0.0 % (0)
1.1 % (1)

1.1 % (1)

1.0000

1.0000

1.0000

1.0000

0.4376

1.0000

1.0000

1.0000

1.0000




TABLE II: FREQUENCIES OF DQB1 ALLELES IN BREAST CANCER

DQB1 ALLELES

DQB1*0201
DQB1*0301

DQB1*0302

DQB1*03031

DQB1*03032

DQB1*0401
DQB1*0402
DQB1*0501

DQB1*0502

DQB1*05031

DQB1*05032

DQB1*0504
DQB1*0601
DQB1*0602
DQB1*0603
DQB1*0604

DQB1*0605

CONTROLS

(n=86)
24.4% (21)
46.5% (40)
19.8% (17)
0.0% (0)
9.3% (8)
0.0% (0)
47% (4)
18.6% (16)
4.7% (4)
9.3% (8)
0.0% (0)
0.0% (0)
1.2% (1)
26.7% (23)
11.6% (10)
47% (4)

0.0% (0)

PATIENTS
(n=183)
15.3% (28)
27.8% (51)
19.1% (35)
0.5 % (1)
0.5 % (1)
2.7 % (5)
1.6 % (3)
19.7 % (36)
0.5% (1)
0.5% (1)
1.6% (3)
0.0% (0)
40.4% (74)
24.6 % (45)
18.0 % (33)
2.7% (5)

6.6 % (12)

p Value

0.0898
0.0036*
1.0000
1.0000
0.0006**
0.1806
0.2150
0.8703
0.0374
0.0006 **
0.5536
<0.0001*x**
0.7639
0.2139
0.4732

0.0206




TABLE III: DQB1 ALLELES IN INDIVIDUAL PATIENTS WITH BREAST CANCER
PATIENT DQB1

1 *0603 *0301
2 *0302 *03032
3 *0301 *0603
4 *0602 *05032
5 *0603 *0501
6 *0501 *0601
8 *0302 *0601
9 *0501 *0201

10 *0302 *0602
11 *0601 *0401
12 *0602 *0302
13 *0301 *0602
15 *0602 *0501
16 *0201 *0302
17 *0501 *0601
18 *0402 *0201
19 *0501 *0601
20 *0603 *0605
21 *0402 *0601
24 *0501 *0601
27 *0501 *0601
30 *0605 *0302
31 *0501 *0601
32 *0501 *0601
34 *0601 *0301
36 *0603 *0605
37 *0201 *0302
39 *0302 *0201
4] *0602 *0603
42 *0601 *0301
44 *0603 *0602
45 *0602 *0302
46 *0601 *0501
47 *0401 *0601
48 *0601 *0502
52 *0605 *0302
54 *0602 *0302
55 *0301 *0601
56 *0201 *0601
57 *0605 *0501
58 *0601 *0501
60 *0501 *0401
61 *0601 *0301
63 *0601 *0302
64 *0302 *0601
65 ' *0601 *0605
66 *0201 *0302
68 *0302 *0602
69 *0501 *0601
70 *0601 *0301
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PATIENT

108
109

DQB1

*0601
*0501
*0602
*0301
*0601
*0602
*0602
*0601
*0501
*0602
*0301
*0601
*0602
*0602
*0301
*0601
*0605
*0601
*0302
*0201
*0201
*0301
*0601
*0301
*0201
*0603
*0201
*0201
*0201
*0603
*0301
*0301
*0603
*0602
*0603
*0201
*0603
*0301
*0602
*0601
*0201
*0605
*0601
*0602
*0601
*0602
*0602
*0601
*0603
*0302
*0601
*0201

*0301
*0601
*0501
*0602
*0302
*0201
*0201
*0401
*05032
*0501
*0601
*0301
*0302
*0201
*0601
*0301
*0301
*0301
*0602
*0501
*0501
*0601
*0301
*0201
*0601
*0602
*0501
*0302
*05031
*0605
*0601
*0601
*0201
*0603
*0602
*0501
*0602
*0201
*0603
*0301
*03031
*0603
*0301
*0603
*0603
*0603
*0603
*0602
*0602
*0201
*0602
*0302
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PATIENT

136
137
138
139
140
265
266
270
275
276
277
279
281
283
284
285
286
287
288
289
290
292
293
294
295
297
298
299
300
301
302
303
305
306
307
308
332
334
335
337
338
339
340
341
346
347
349
350
351
353
354
355

DQB1

*0201
*0601
*0601
*0302
*0602
*0601
*0601
*0501
*0501
*0401
*0601
*0201
*0301
*0601
*0601
*0301
*0301

*0603

*0604
*0301
*0602
*0601
*0603
*0301
*0602
*0604
*0302
*0501
*0602
*0601
*0602
*0601
*0301
*0301
*0601
*0501
*0604
*0603
*0501
*0201
*0501
*0601
*0501
*0601
*0301
*0601
*0501
*0201
*0301
*0301
*0501
*0602

*0302
*0501
*0301
*0602
*0302
*0301
*0301
*0601
*0601
*0402
*0301
*0302
*0601
*0603
*0301
*0601
*0302
*0302
*0603
*0302
*0603
*0201
*0501
*0601
*0603
*0501
*0201
*0601
*0501
*0301
*0501
*0301
*0601
*0601
*0301
*0604
*0602
*0602
*0201
*0302
*0601
*0501
*0503
*0301
*0601
*0301
*0602
*0302
*0302
*0601
*0601
*0603
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PATIENT

357
358
359
361
365
366
367
372
373
375
376

377
378
379
381
382
383
384
385
386
387
389
390
391
396
397

DQB1

*0601
*0301
*0301
*0501
*0604
*0602
*0602
*0601
*0601
*0601
*0302
*0301
*0302
*0602
*0601
*0602
*0602
*0603
*0301
*0601
*0601
*0302
*0605
*0601
*0301
*0602

*0302
*0601
*0605
*0605
*0605
*0603
*0603
*0301
*0302
*0401
*0602
*0302
*0201
*0601
*0301
*0302
*0603
*0602
*0601
*05032
*0501
*0201
*0501
*0301
*0601
*0603
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Table IV: DRB1 ALLELES OF INDIVIDUALS WITH BREAST CANCER

PATIENT DRBI1
1 1302 *1102
2 1405 *1302
3 *1405 *1305
4 *1601 *0102
5 *1302 *1405
6 *1405 *1104
8 *14 %08

9 *0701 *1405
10 *0701 *0405
11 *08

12 *0302 *15
13 1501

15 *0103 *15
16 *0701 *0301
17 *0103 *0103
18 *0302

19 *0102 *1103
20 *0302 *1405
21 *1405 *0301
24 *0701 *0102
27 *0301 *1302
30 *1403

3] *0701 *1405
32 *0701 *1405
34 *0701 *1403
36 *1302 *1501
37 *0302

39 *0402 *0302
41 1305 *1405
42 *07  *1403
44

45 *1405 *0406
46 *0701 *1405
47 *0101 *07
48 *1302 *1405
52 *0401 *1302
54 *1501 *0401
55 *1501 *0401
56 , *1303 *1303
57 *0102 *0302
58 *0102 *1301
60 *08  *1202
61 *04

63 *1302 *0302
64 *1405 *08
65 *0401 *1302
66 #0701 *03
68 *0401 *0302
69 *0701 *01
70 *0401 *14

14




PATIENT
71

72
73

135

DRBI1
*0701

*01
*1501
*04
*0302

*08
*0101
*01
*04
*0404
*07
*1502
*1403
*1405
*13
*07
*0405
*1405
*0701
*1303
*1303
*0701
*0302
*0408
*0701
*0701
*0407
*0701
*1303
*07
*1503
*07
*13
*08
*03
*03
*1501
*0404
*07
*0407
*0302
*0302
*1501
*14
*0101
*1501
*14
*0302
*1502
*0701

*1202

*0407
*1602

*1408
*07

*0302
*1403
*1503

*0302
*03
81403
*1302
*03

*0407
*1601
*1501
*0101
*04

*0302
*13

*1403
*1501

*1305
*13

*1302
*1403

*1302

*0408
*0101
*13
*1501
*0408
*08

*1202
*1405
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PATIENT

136
137
138
139
140
265
266
270
275
276
2717
279
281
283
284
285
286
287
288
289
290
292
293
294
295
297
298
299
300
301
302
303
305
306
307
308
332
334
335
337
338
339
340
341
346
347
349
350
351
353
354
355

DRB1

*0701
*1401
*14
*1501
*1501
*11
*12
*08
*03
*03
*1102
*14
*04
*14
*08
*0411
*04
*14
*1405
*08
*04
*0301
*0701
*0701
*0701
*0701
*0701
*0101
*0101
*0701

*1405
*0301
*0302
*08

*1302
*1405
*0701
*0301
*1405
*0411
*1305
*0701
*1202
*0701
*08

*0101
*0301
*0102
*1405
*0301

*1405
*08

*1202
*14
*09
*12
*13
*14
*1405
*03
*14
*08
*1202
*14
*14
*13
*13
*1101
*1303
*0701
*1302
*1405
*1405
*1303
*04
*0301
*04
*1401

*0301
*1305
*1402
*1304
*0302
*1302
*08

*1302
*0301
*0111
*0102
*1405
*0302
*1405
*1305

*1405
*1303
*1104
*13
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PATIENT

357
358
359
361
365
366
367
372
373
375
376
377
378
379
381
382
383
384
385
386
387
389
390
391
396
397

DRBI1

*09

*0101
*1405
*0101
*1405

*0301
*0405
*1405
*08
*1303
*0302
*0701
*

*04
*04
*04
*0701
*1303
*1405
*0701
*0701
*1302
*04
*1405
*1405

*1202
*1302
*0302
*1303

*1405
*08

*04

*1405
*0403
*1202
*1401

*1405
*

*1305
*1402
*0302
*0301
*1405
*0301
*0302
*1405
*1302
*0302
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1. The U.S. Army Medical Research and Materiel Command has
reexamined the need for the limitation assigned to the technical
reports listed at enclosure. Request the limited distribution
statement for these reports be changed to "Approved for public
release; distribution unlimited." These reports should be
released to the National Technical Information Service.

2. Point of contact for this request is Ms. Judy Pawlus at
DSN 343-7322 or by e-mail at judy.pawlus@det.amedd.army.mil.

FOR THE COMMANDER :

Rt il

YLI M. RINEHART
Deputy Chief of Staff for
Information Management

Encl



Reports to be Downgraded to Unlimited Distribution
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